Perianal Paget's disease is an in-situ or invasive adenocarcinoma commonly associated with an underlying visceral malignancy. To date, there has been no reported case of metastasis from an apparently in-situ perianal Paget's lesion without underlying carcinoma.
CASE HISTORY
A man aged 69 had an 18-month history of puritus ani and a perianal rash. Despite topical treatments the pruritus persisted and the area of the red rash increased. There was no history of rectal bleeding or other gastrointestinal symptoms. He had no family history of colorectal cancer.
On examination, there was an oval area of erythema in the right anterior area of the anal margin, extending up to the dentate line, suggestive of Paget's disease. This area included a posterolateral skin tag which had a raised and slightly irregular appearance. Biopsy con®rmed the diagnosis of Paget's disease. Findings on proctosigmoidoscopy, barium meal and follow-through were all normal. Colonoscopy revealed only two small (3 mm) polyps in the descending colon, which were shown to be mildly dysplastic tubular adenomas. Wide local excision of the full thickness of perianal skin and anal mucosa achieved 1 cm clear margins macroscopically. Histological examination of sections throughout the specimen revealed in-situ disease only ( Figure 1 ). The skin edge was undermined and advanced to cover the defect. Skin grafting with a defunctioning colostomy was not required.
Six months later the patient noticed swelling of his right leg and a lump in the groin. On examination he had pitting oedema to the lower thigh and right inguinal lymphadenopathy. An ultrasound scan showed multiple enlarged lymph nodes along the iliac vessels and the aorta. On excision biopsy a node from the right groin showed in®ltration by Paget's cells with the same characteristics as the index lesion ( Figure 2 ). Serum carcinoembryonic antigen was raised at 128.9 ng/mL (reference range 0±3.5 ng/mL) but other tumour markers were normal. A computed tomographic (CT) scan con®rmed the lymphadenopathy and strengthened the suspicion of metastatic involvement.
The liver was clear.
The patient received two cycles of infusional 5uorouracil and intermittent bolus mitomycin C, followed by radiotherapy to the involved lymph nodes and synchronous infusional 5-¯uorouracil. A total of 4500 Gy was given in 25 fractions over ®ve weeks with a linear accelerator. Treatment continued with cisplatin, mitomycin C and infusional 5-¯uorouracil over 6 weeks. A good response to treatment was seen clinically and on repeat CT imaging. Eleven months after completion of treatment, the disease relapsed with extensive intra-abdominal lymph node enlargement and hepatic lesions on CT scan. Biopsy of the lymph nodes con®rmed recurrence of the disease, which was still in situ only. The patient died three months after relapse of the disease.
COMMENT
The diagnosis of perianal Paget's disease (PPD) should be considered in any patient with pruritus ani and a rash that does not respond to conventional therapy within a month. PPD is associated with underlying visceral carcinoma in 33± 86% of reported cases, so the patient should be thoroughly investigated for associated gastrointestinal malignancies 1 .
The lesion of perianal Paget's disease has a characteristic microscopic appearance. Rounded, large, faintly basophilic or vacuolated cells are located in the epidermis. The large and vesicular nuclei with little mitotic activity are often displaced to the periphery of the cell, in a signet ring appearance. These Paget cells stain positively with alcian blue and periodic acid±Schiff because of the high content of mucin in their cytoplasm. They also contain carcinoembryonic antigen, which can be detected by immunouorescence or immunohistochemistry 2 . The origin of Paget cells remains controversial. One view is that they arise from carcinomatous transformation of pluripotential cells in the epidermis. Another is that they originate from an in-situ adenocarcinoma extending from apocrine sweat glands along sweat ducts. Armitage et al. 3 have advanced this hypothesis by suggesting that primary PPD arises from apocrine glands of the epidermis whereas secondary PPD is an extension of anal/rectal adenocarcinoma into the epidermis, analogous to mammary Paget's disease.
In-situ PPD may be treated by wide local excision. Clear margins on microscopic assessment are important, since Paget cells may extend beyond the obvious margins of the lesion 2 . The postoperative defect, depending on its size, can be covered by local¯aps, split-thickness skin grafts, cutaneous¯aps, or myocutaneous¯aps. A covering colostomy may be required. Invasive PPD or lesions associated with synchronous malignancies (anal/rectal carcinomas) should be treated by abdominoperineal excision 1, 2 . Perianal Paget's disease has a high rate of local recurrence, reported in up to 61% of cases in 5 years 1 . Recurrences may be treated by another wide resection, unless the patient develops invasive disease.
This patient had a primary in-situ perianal Paget's disease which metastasized. This has never previously been reported for non-invasive PPD. However, there have been reports of invasive extramammary Paget's disease (EPD), without underlying malignancy, which have metastasized 4, 5 . These cases of metastatic EPD have included perianal Paget's disease, although most have been genital in origin 4, 6 .
Although the role of chemotherapy and radiotherapy in the management of metastatic extramammary Paget's has not been fully assessed, combination chemotherapy has been reported to be well tolerated and resulted in remission of the tumour in cases of advanced unresectable EPD 4,6 . Furthermore, mitomycin C is reported to be effective in combination with other agents such as 5-¯uorouracil, doxorubicin, vincristine and cisplatin in primary and metastatic EPD 4±6 .
